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Cover: ‘‘Turn’’-ing on cellular uptake. Pyrrole-imidazole hairpin polyamides (upper right) are a class of sequence-speciﬁc DNA binding oligomers
capable of disrupting protein-DNA interfaces and modulating gene expression in living cells (lower left). For this to occur, these molecules must be
eﬃciently delivered to the cell nucleus (center, blue). In this issue, it is shown that synthetic modiﬁcations to the hairpin turn unit of a Py-Im polyamide
targeted to a nuclear receptor (NR) response element can potentiate its gene regulatory activity 100-fold in living cells. Quantitative ﬂuorescence
analysis suggests this gain in activity is a direct result of increased cellular uptake. This eﬀect extends to a number of diﬀerent hairpin polyamide
oligomers, some of whose cellular penetration is otherwise problematic.
For further information, please see the article by J.L. Meier et al., Nucleic Acids Res., 2012, 40, 2345–2356.